Development of Reference b
PBPK model of APAP

1000 mg

PO Data (ID=11)

Development of Reference
PBPK model of CAF

PO Data (ID=12)
20 mg/kg

- Adjusting logP, Fu for CAF, PX, TP, TB
ammmmEE _> - Identifying vmax values for metabolic reactions
- Identifying kidney plasma clearance for CAF

Development of Reference
PBPK model of CAF

- Adjusting logP for APAP, APAPC, APAPG, APAPS, NAPQI
- Identifying Fu for APAPC, APAPG, APAPS
- Identifying vmax values for active drug transport and IV Data (|D 1
LELLLLL '> metabolic reactions 5 Ik
- Identifying Km values for active drug transport processes mg/Kg
- Adjusting intestinal permeability of APAP
- Identifying kidney plasma clearances
Valildation of Reference
PBPK model of APAP
-------- > - Validate identified initial parameters PO Data (ID 2
5 mg/kg

Adjustment of Reference
PBPK model of APAP

PO Data (ID=13-15)
500 mg, 1000 mg,
2000 mg

________ > - Validate identified initial parameters
- Adjust intestinal permeability of CAF

Adjustment of Reference
PBPK model of CAF

- Adjusting identifed vmax and Km values
for all active drug transport and metabolic reactions
- Re-validate with experimental data (ID=11,12)

PO Data (ID=3,4)
250 mg, 500 mg

«——

Validation of Reference
PBPK model of APAP

PO Data (ID=16,18)
1000 mg, 500 mg

________ > - Adjusting identifed vmax for metabolic reactions
- Adjusting logP, Fu for PX, TP, TP

Validation of Reference
PBPK model of CAF

PO Data (ID=5-10)
7.5 mg/kg, 270 mg, 50 mg,
300 mg, 500 mg, 750 mg

..... } | - Validate identified initial parameters

( PBPK model of APAP )

C Development of Reference
PBPK model of APAP/CAF

PO Data (ID=17)
1000/130 mg

Validation of Reference
PBPK model of APAP/CAF

PO Data (ID=19)
500/60 mg

(PBPK model of APAP/CAF)

> | - Validate identified initial parameters

PBPK model of CAF

T -> | - Identify Ki values for inhibition processes of CAF

- Validate identified Ki values
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